Dear Editor,
We read the article entitled "Cetirizine-associated bradycardia: A case report" in your journal. [1] In the last paragraph in this article, the conclusion is that "we reported a case of bradycardia that was probably caused by cetirizine." We believe the title of this article is not compatible with its content.
Cetirizine mainly increases the QT interval in cases of overdose although its effect has been reported to be smaller than that of other traditional H1-blockers. [2] Unfortunately, the authors did not mention about QT interval in the article. Estimating from the electrocardiogram in original, [1] there is no obvious QT prolongation in this patient. This is a reason supporting, not simple cetirizine intoxication.
In this case, concurrent medications include escitalopram. Bradycardia is listed on the instruction of escitalopram and is one of the major manifestations of escitalopram overdose. [3] The authors consider the encountered bradycardia more likely to be related to cetirizine because bradycardia resolved after discontinuation of cetirizine. However, taking drug interaction into consideration, an adverse reaction may disappear after discontinuing of any one of the interacting drugs. Hence, escitalopram is still suspicious in this case. The relationship between escitalopram and bradycardia was assessed as also "probable" with a score of 5 bases on the same Naranjo algorithm. [1] Reviewing English literature, there is a report about the interaction of cetirizine and pilsicainide leading to arrhythmia in a patient with renal insufficiency. [2] In this case, 3 days after concurrent use of cetirizine and pilsicainide, the patient complained of feeling faint. Electrocardiogram revealed sinus bradycardia with a wide QRS wave. Prolongation of the corrected QT interval was not obvious. Because sinus bradycardia with a wide QRS wave was speculated to be related with accumulation of pilsicainide, pilsicainide was discontinued while cetirizine was continued. Three days later, symptoms disappeared and electrocardiogram returned to the previous pattern. Tsuruoka, et al. reported coadministration of cetirizine and pilsicainide mutually inhibited renal clearance and decrease the elimination constant. Accumulation of pilsicainide leaded to arrhythmia. [2] Cetirizine is currently one of the most widely used medications. In general, cetirizine is a relatively safe drug even overdose in children, only drowsiness and sedation were observed but no other side effects. The risk of cardiac events related to an overdose of cetirizine is still extremely small. [4] Reviewing the literature, there is only one case report about bradycardia caused by cetirizine. [5] This case is also the first case of acute fatal intoxication with cetirizine. An 18-year-old female with anorexia took high-dose cetirizine (270 mg) because of suicidal attempt. [5] Till now, this case is still the only case of fatal intoxication with cetirizine in the medical literature. Bradycardia caused by ordinary dose of cetirizine (10 mg/day), as in this case, is not reported in the literature before. In this case, bradycardia caused by only ordinary dose of cetirizine is not convincing.
On the other hand, escitalopram is the (S)-stereoisomer of citalopram, a racemic mixture. The authors mentioned that cardiac adverse effects such as bradycardia, tachycardia, and hypotension have been previously reported with citalopram. However, there are limited data on the risk of cardiac event with escitalopram. [1] However, Howland reported that there is no strong evidence from human and animal studies that the cardiac safety of escitalopram is significantly superior to that of citalopram. [6] In addition, Caillet et al. found that no significant difference in the number of adverse drug reactions was observed between Rac-citalopram/(S)-citalopram pairs. [7] Furthermore, serotonin toxicity, QT prolongation, and bradycardia are major manifestations of escitalopram overdose in van Gorp et al.'s study. [3] Compared with cetirizine, escitalopram is more suspicious in this case.
Actually, the authors indeed mention about drug interaction "concurrent use of escitalopram may contribute to the development of bradycardia induced by cetirizine as a predisposing factor." However, we believe that escitalopram should bear the main responsibility for bradycardia. On the contrary, cetirizine is only a predisposing factor. Hence, in this case, our hypothesis is that cetirizine interacting with escitalopram and then accumulation of escitalopram induced the bradycardia. However, a PubMed search reveals neither report about of drug interaction between cetirizine and Correspondence escitalopram nor between cetirizine and citalopram. More associated reports or studies are needed to ascertain our hypothesis.
In conclusion, the cause of bradycardia in this case is obscure. Due to the bradycardia resolving after discontinuation of cetirizine, cetirizine is a possible cause but less convincing. The interaction of escitalopram and cetirizine is also a probable cause. Compared with cetirizine, escitalopram should bear the main responsibility for bradycardia. More associated studies are needed to ascertain the causal relationship.
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